
10 



WHAT IS CLAIM&) IS: 

1 . \ A method of preventing or treating a disease associated with amyloid 
deposits of Ap in the brain of a patient, comprising administering an effective dosage of an 
antibody that binds to an epitope within residues 1-10 of Ap to the patient. 

\ 

2. The method of claim 1 , wherein the disease is characterized by 
cognitive impairment. 



The method of claim 1, wherein the disease is Alzheimer's disease. 



4. The method of claim 1 , wherein the disease is Down's syndrome. 



5. The method of claim 1 , wherein the disease is mild cognitive 



impairment. 



15 



human. 



6. rhe /nethod claim 1, wherein the antibody is of human isotype IgGl. 

7. Tjht m^mod ^f any of the preceding claims, wherein the patient is 



20 



8. TJe method of olaim 1 , wherein the antibody specifically binds to an 
epitope within residues 1-6 of Ap. 

9. The method of claim 1, wherein the antibody specifically binds to an 
25 epitope within residues 1-5 of Ap. 

10. The method of claim 1, wherein the antibody specifically binds to an 
epitope within residues 1-7 of Ap. 



30 11. The method of claim 1, wherein the antibody specifically binds to an 

epitope within residues 3-7 of Ap. 
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12. Thetnethod of claim 1, wherein the antibody specifically binds to an 
epitope within residues 1-3 of A(3. 

13. The n^thod claim 1, wherein the antibody specifically binds to an 

epitope within residues 1-4 o^p. 

%. 
\ 

14. The method of claim 1, wherein after administration the antibody binds 
to an amyloid deposit in the patient and induces a clearing response against the amyloid 
deposit. 

15. The method of claim 14, wherein the clearing response is an Fc 
receptor mediated phagocytosis respoi^e. 

16. The method of clafcn 15, further comprising monitoring the clearing 

response. 

17. The method of claim t % wherein the antibody specifically binds to an 
epitope comprising a free N-ten^malb^idue of Ap. 

1 8. The method o^clai\i 1, wherein the antibody binds to an epitope 
within residues of 1-10 of Afi vta^rein residue 1 aitd/or residue 7 of Ap is iso-aspartic acid. 

1 9. The methodic claim 1, wherein the patient is asymptomatic. 

20. The method of claim 1, wherein the patient is under 50. 

2 1 . The method of claim 1 , wherein the patient has inherited risk factors 
indicating susceptibility to Alzheimer's disease. 

22. The method of claim 1, wherein the patient has no known risk factors 
for Alzheimer's disease. 

23. The method of claim 1, wherein the antibody is a human antibody. 
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24. The method of claim 1, wherein the antibody is a humanized antibody. 



25. The method of claim 1, wherein the antibody is a chimeric antibody. 

\ 

26. The method of claim 1, wherein the antibody is a mouse antibody. 



27. The method of claim 1, wherein the antibody is a polyclonal antibody. 

10 28. The method of claim 1, , wherein the antibody is a monoclonal 

antibody. 

29. The method of claim 1, further comprising administering an effective 
dosage of at least one other antibody that binds to a different epitope of Ap. 

15 

30. The method of claim 1, wherein the isotype of the antibody is IgGl or 

IgG4. 

3 1 . The method of cl^im 1 , wherein the isotype of the antibody is IgG2 or 

20 IgG3. 

32. The metho<ftpf<Mairn 1, wherein the antibody comprises two copies of 
the same pair of light and heavy cnMns. 

25 33. The method of claim 1, wherein the antibody is a bispecific antibody 

comprising a first light and heavy chain pair that specifically binds to the epitope of Ap and a 
second light and heavy chain pair that specifically binds to an Fc receptor on microglial cells. 

34. The method of claim 1, wherein a chain of the antibody is fused to a 
30 heterologous polypeptide. 

35. The method of claim 1, whereiri the dosage of antibody is at least 1 
mg/kg body weight of the patient. 
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36. rfhe method of claim 1, wherein the dosage of antibody is at least 10 



mg/kg body weight of tn^patient. 

37. The method of claim 1 , wherein the antibody is administered with a 
carrier as a pharmaceutical composition. 

38. The m^hod of claims 1, wherein the antibody is a human antibody to 
Ap prepared from B cells from a human immunized with an Ap peptide. 

39. The method of claim 38, wherein the human immunized with Ap 
peptide is the patient. 



40. The method of claim 1, wherein the antibody specifically binds to Ap 
15 peptide without binding to full-lengih amyloid precursor protein (APP). 

V 

t 

4 1 . The method of claim 1 , wherein the antibody is administered 
intraperitoneally, orally, subcutaneously, intranasally, intramuscularly, topically or 
intravenously. 

20 

42. Th<* method of claim 1 , wherein the antibody is administered by 
administering a polynucldpJxfe\ encoding at least one antibody chain to the patient, wherein 
the polynucleotide is expnLsed to produce tke antibody chain in the patient. 

25 43. The method of claim 1, wherein the polynucleotide encodes heavy and 

light chains of the antibody, which polynucleotide is expressed to produce the heavy and light 
chains in the patient. 

v 

44. The method of claim 1, further comprising monitoring the patient for 
30 level of administered antibody in the blood of the patient. 

\ 

45. The method of any of the preceding claims, wherein the antibody is 
administered in multiple dosages over a period of at|least six months. 
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46. Tfce method of claim 1 , wherein the antibody is administered as a 
sustained release composition. 

5 47. A pharmaceutical composition comprising an antibody that specifically 

binds to within residues 1-1® of Ap and a pharmaceutical carrier. 

\ 

48. A method of screening an antibody for activity in treating a disease 
associated with amyloid deposes of A p in the brain of a patient, comprising 

10 contacting the antibody with a polypeptide comprising at least five contiguous 

amino acids of an N-terminal segjnent of Ap beginning at a residue between 1 and 3 of Ap, 
the polypeptide being free of a C -terminal segment of Ap, 

and determining whether the antibody specifically binds to the polypeptide, 
specific binding providing an indication that the antibody has activity in treating Alzheimer's 

15 disease. 

49. The method of c^im 48, wherein the disease is Alzheimer's disease. 

50. A method of screei\ing an antibody for activity in clearing a biological 
entity physically associated with an antigea, comprising 

20 combining the antigen-associated biological entity, the antibody and 

phagocytic cells bearing Fc receptors in aNmddium; 

monitoring the amounJx*i the antigen-associated biological entity remaining in 
the medium, a reduction in amcLirfof the antigen-associated biological entity indicating the 
antibody has clearing activity apainst the antigen. 

5 1 . The method of claim 50, wherein the monitoring step monitors the 
amount of the antigen remaining in the medium. 

52. The method of claim 50, wherein the combining comprises adding 
30 antigen-associated biological entity to the medium, and contacting the medium with the 

phagocytic cells bearing Fc receptors. 



\ 
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53. The method of any of claim 50, wherein the antigen-associated 
biological entity is provided as a tissue sample. 

54. The method of claim 50, wherein the antigen is the biological entity. 

55. The method of claim 50, wherein the tissue sample comprises an 
amyloid deposit. 

56. The method of claim 55, wherein the tissue sample is from the brain of 
an Alzheimer's disease patient or a mammal animal having Alzheimer's pathology. 

57. The method of claim 50, wherein the antigen is Ap. 

58. The method of claim 50, wherein the phagocytic cells are microglial 

cells. 

59. The method of claim 50. wherein the tissue sample is selected from the 
group consisting of a cancerous tissue sample, a virally infected tissue sample, a tissue 
sample comprising inflammatory cells, a nonmalignant abnormal cell growth, and a tissue 
sample comprising an abnormal extracellular matrix. 

60. A method of detecting an amyloid deposit in a patient, comprising 
administering to the patient an antibody that specifically binds to an epitope 

within amino acids 1-10 of Ap and 

detecting the presence of the antibody in the brain of the patient. 

61 . The method of claim 60, wherein the antibody binds to an epitope 
within residues 4-10 of Ap. 

62. The method of claim 60, wherein the antibody binds to an epitope 
within residues 8-10 of Ap. 

63. The method of claim 60, wherein the antibody is labelled. 
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64. The method of claim 60, wherein the antibody is labelled with a 
paramagnetic label. \ 

\ 

\ 
\ 

65. The method of claim 64, wherein the labelled antibody is detected by 
nuclear magnetic resonance. \ 

66. The method of claim 64, wherein the antibody lacks capacity to induce 
a clearance response on binding to an amyloid deposit in the patient. 

~Y 

67. A dia ?^0£tf<\ltit, comprising an antibody that specifically binds to an 

epitope with residues 1-10 cf k\p. ' 

\ / \ 
w 

68. The kit of claim ^7, further comprising labeling describing use of the 
antibody for in vivo diagnosis or monitd^ng of a disease associated with amyloid deposits of 
AP in the brain of a patient. \ 
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